Short communications
. Groups of mice killed at intervals after intranasal inoculation showed that lung consolidation was accompanied by the production of large amounts of virus. Viraemia was present from the 2nd day after inoculation until death between the 5th and 8th days. Virus was present in the brain in the terminal stage of infection, when many mice were paralysed (Fig. I A) . The WR virus was taken through twelve successive mouse lung passages. At each passage, the concentration of virus varied between Ios and Io 9 pk. eq./g, wet weight of lung tissue. Passage did not reduce the numbers of pk. eq./lung LD 50 which varied from I o 3"5 to 104.3 pk. eq. in the last four passages. Comparison of unpassaged material with I Ith passage material showed that the pattern of multiplication in the lung was unaltered (Fig. I A) . The intracranial LD 5 ° of the passaged strain remained constant at IO °'5 pk. eq.; the lung LD 50 was the same in four different strains of mice, and was consistently about 4 log units higher than the intracranial dose. The strain wR inoculated intranasally, regularly gave mortalities consistent with the calculated dose and in this respect was better than roD.
The mo strain of vaccinia virus was taken through four serial lung passages in each of four different strains of mice and five further passages in each of three strains of mice. The yield Of IHD virus in successive lung passages was similar to WR. Titres varied between IOS and lO 9 pk. eq./g, wet weight of lung tissue and lung LD 5o titres between io 3"5 and Io 4"s pk.eq. Eighth passage material and unpassaged virus had the same infectivity for mouse lungs; and again the ratio of pk. eq. to lung LD 5 ° was not reduced after lung passage. Adequate dosage, therefore, seems more important than lung adaptation, if indeed the latter occurs. Different susceptibilities were not apparent in four strains of mice used with WR virus and were doubtful with mD virus.
The present observations differ in these respects from those of Link et al.(10).
Observations were made on TO mice killed at intervals after the intranasal inoculation of the non-neurovirulent strains LEVADITI and COPENHAGEN. Abortive multiplication of virus occurred without macroscopic changes in the lungs (Fig. r B) . No virus could be detected in the blood or brain of animals infected with either strain. Similar results were obtained with the Lister strain in CBA and SCHNEIDER mice (Kaplan, The experiments suggest that only those strains showing neurovirulence were capable of producing lethal infection by the respiratory route ( Table I ). The present findings with the strain WR and those of Link et al. (10) with mD show that virus can be found in the brains of mice inoculated intranasally with these strains. The terminal event may be infection of the central nervous system to which the respiratory tract provides an indirect route of entry as well as a site for virus reproduction. The spread of virus to the central nervous system may be haematogenous since it follows the early viraemia (Fig. I A) . However, intravenous, subcutaneous and intraperitoneal doses of WR virus, sufficient to produce blood concentrations similar to that of the viraemia, were not lethal (Table 0 . It is possible, therefore that infection of the central nervous system could occur directly via the nasal mucosa and cribriform plate. The insuscept-
